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[""rEP^T of animals USEd'b^O^^NDE^CONTRQL of RESEARC^TAclLr^^KttactTa^tional shee^fnecessar^Mise"^HtS Fonn7023^ 


A. 

Animals Co^red 

By The Animal 
Weif^e Regulations 

B. Number of animal 
being bred, 
ccmditionej, or 
held fix use in 
tdM:hmg. t^ir^, 
ejqserim^ts, 
^eardi. or 
^rgeiy but not ye 
used fcx ^ch 
pun^oses. 

C. Number of 
animals upon 
which teadiing. 
research, 
experiments, or 
tests were 
conducted 
fovolving no pain, 
dlsti'ess, or use 0 
pain-relieving 
drugs. 

D. Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were : 
conducted invotving 
accompanying pain or 
distress to the animals an 
for which appropriate 
anesthetic, analgesic, or 
tranquifizing drugs were 
i^ed. 

E. Number of animals upon which teaching, experiments, 
research, surgery or tests were conducted involving 
accompanying pain or distress to the animate and for wh 
the use of appropriate anesthetic, analgesic, or IranquHiz 
drugs woufd have adversely affected the procedums, res 
or interprrtation of the teaching, research, experenents, 
surgery, or tests. ( An explanatictfi of the procedures, 
producing pain or distress in the^ animals and tiie reasc 
sttth drugs were not Lsed must be attached to ttite reprai 

F. 

TOTAL NUMBER 
OF ANIMALS 

C COLUMNS 
C+D+E) 

4. Dogs 

0 

0 

0 

0 

0 

5. Cats 

0 

0 

0 

' ■ 0 ' 

0 

6. Guinea Pigs 

28 

0 

0 

28 

28 

7. Hamsters 

0 

0 

0 

i 0 

0 

8. Rabbits 

0 

0 

0 

, 0 

0 

9. NonTiuman Primates 

0 

0 

0 

0 

0 

10. Sheep 

i 0 

0 

0 

0 

0 

11, Pigs 

0 

0 

0 

0 

0 

12. Other Farm Animals 






Chickens 

0 

12 

0 

Q 


13. Other Animals 






Least shrewi 

3 194 

0 

0 

50 

50 








1 








1) PrafessloiaHy acceptaWe standards governing the care, treatment, and use of animals, including g^>propriate use of arwstetic, analgesic, and Iranquilizing drugs, prior to, during, and following actual reses 
teaching, testing, surgery, or expenmenlation were followed by this research fadOty. 

2) Each principal investigator has considered alternatives to pairrfui procedures. 

3) Thisfadfrty Is adhering to ttie standards and regulations under the Act, and It has required that exceptions to the standards and regulations be specified and explained by the principal investigatorand app 
(nstitutfdnai Animal Care and Use Commitlee (lACUC). A summary of all such exceptlorts is attached to this annual report In addition to identifying the lACUOapproved exceptions, this summary tr^ 
brief explanation of the exceptions, as well as the species and number of animals affected. 


4) The attending veterinarian for this research facility has apprapriale authority lo ensure Ihe provision of adequate veterinary care and to oversee the adequacy of other aspects of ^imal care and use. 
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Column E Explanation 

This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is 
volunlary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by fay persons as well as scientists. 


1 . Registration Number: 93-R-0464 / 1 5322 


2, Number ^of animals used in this study. 


3. Species (common name) Guinea pigs o f animals used in the study. 


4. Explain the procedure producing pain and/or distress. 

Guinea pigs are guillotined to obtain brain tissues, following the protocol recommended 
in the AVMA Policy on Euthaniaia (2000). 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 

A review of the pharmacology of currently available anesthetics indicates that anesthetics 
elevate prolactin levels (as well as other pituitary hormones) by a direct action on the 
hypothalamic A12 dopamine neurons that tonically inhibit prolactin release. The release 
of prolactin adversely affects the electrophysiological records of hypothalamic slices 
being studied in the protocol. Review of the current literature of acceptable means of 
euthanization conducted by the PI and reviewed by the lACUC determined that all 
chemical means of euthanization would adversely impact the physiologic processes being 
investigated. Guillotining by appropriately trained personnel was determined to be the 
least painful means of euthanization available to meet the requirements of the study. 

6. What, if any, federal regulations require ttiis procedure? Cite the agency, the code of Federal Regulations 
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 


Agency CFR 


DEC - 5 2005 



Column E Explanation 


This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is 
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists. 


1. Registration Number: 93-R-0464 / 15322 


2. Number 50 of animals used in this study. 


3. Species (common name) r.pa.c!h ahr-oy/g of animals used in the study. 


4. Explain the procedure producing pain and/or distress. 

Numerous studies have showathat administration of anesthetics and/or analgesics can alter neurotransmitter release, their signal 
transduction mechanisms as well as their receptor number. Since several of these receptors are involved in my studies, administration 
of such agente prior sacrifice will alter the attained results. In addition, drag/drug interactions can also result which will compound the 
interpretatioiTof the attained results [e.g. Dabmani, S. et al. (2004) Effects of anesthetic agents on focal adhesion kinase (ppl25fak) 
tyrosine phosphorylation in rat hippocampal slices. Anesthesiology 101 ;344-353; Sandstroln DJ (2004 Isoflurane depresses glutamate 
release by reducing neuronal excitability at the drosophila neuromuscular junction. J. Physiol 558:489-502; Stiller CO et al. (2003) 
Microdialysis in pain research. Adv Drug Deliv Rev. 55: 1065-1079; Pashkov VN et al. (2002) The effects of anesthetics on 
norepinephrine release from isolated rat cortical nerve terminals. Anesth Analag 96:1274-1281; etc] 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 

Emesis studies; the least shrew is the best animal model of emesis for the proposed studies. I cannot imagine it will be feasible to use 
such large numbers of cats or dogs. The head-twitch response (HTR), ear-scratch response (ESR) and the serotonin syndrome are the 
most widely used behavioral paradigms for serotonergic drugs. Rats arc more sensitive to serotonergic drugs that induce the serotonin 
syndrome whereas mice exhibit good frequencies of head-twitches to serotonergics(Dannani, N.A. and Ahmad, B. (2000) Early 
postnatal cocaine exposure in mice causes sequential, dose-dependent, enduring but reversible supersensitivity in 5-HT2A receptor- 
mediated function during development. Neurotoxicol. Teratol. 22:61-69; Daimani, N.A. and Ahmbad, B. (1999) Long term sequential 
determination of behavioral ontogeny of 5-HTl A- and 5-HT2-receptor functions in the rat. J. Pharmacol. Exp. Therap. 288:247-253.) 
More recently, we have found that shrews are even more sensitive and can separate the effects of some 5-HT antagonists which the 
mice and rats are unable to differentiate between them (Darmani, N.A. and Zhao, W. (1998) Production of serotonin syndrome by 8- 
OH DP AT in Cr^totis parva. Physiol. Behav. 65:327-33 1 ;Darmani, N.A., Mock, O., Towns, L. andperdcs, C. (1994) The head- 
twitch response in the least shrew (Cryptotis parva) is a 5-HT2- and not a 5-HTlC-mediated phenomenon. Pharmacol. Biochcm. 
Behav. 48:383-396.). This will greatly enhance the research in this field since elective antagonists for 5-HT 2C- and 5-HT2A- 
receptors do not exist. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations 
(CFR) title number and the specific section number (e.g.. APHIS, 9 CFR 1 13.102); 


Agency 


CFR 


DEC - 


5 2005 



